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The use of short-lived unstable complexes has been avoided in catalytic
reaction development. This is because there is a high risk of decomposition of the complex during
the progression of the reaction, leading to decreased yields. In this study, we conducted a detailed

analysis of reactions using these unstable complexes and advanced the accumulation of knowledge and
exploration of reaction design principles. Specifically, we focused on the cyclization reaction of
peptides using organic molecule catalysts, revealing the influence of reactants, solvents, and other
factors on the reaction. Furthermore, the developed cyclization method proved to be effective for
cyclization of linear peptides with high risk of side reactions and difficult-to-cyclize linear

peptides.
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